Background {#Sec1}
==========

The rising prevalence of childhood obesity is marked \[[@CR1], [@CR2]\]. Concerns about the future health implications of obesity in childhood are well documented \[[@CR3], [@CR4]\]. This problem has been identified in low and middle income countries as well as affluent countries \[[@CR5]--[@CR7]\].

Potential contributors to childhood obesity are multiple and complex. Maternal smoking during pregnancy has been identified as a risk factor for low birth weight and small-for-gestational-age infants \[[@CR8], [@CR9]\] and as a likely contributor to increased body mass index (BMI) in later life \[[@CR10], [@CR11]\].

A number of mechanisms for the association between maternal smoking in pregnancy and increased offspring BMI have been proposed. Nicotine and carbon monoxide exposure have been shown to cause placental vasoconstriction and foetal hypoxaemia, leading to low initial birthweight. \[[@CR12]\] Low birthweight babies have been shown to experience rapid catch-up growth in infancy and to have higher risk for overweight and obesity in adolescence and adulthood \[[@CR13]--[@CR15]\]. It has been hypothesised that in infants exposed to intra-uterine nicotine, this phenomenon may be due to changes in the hypothalamic-pituitary axis, affecting satiety and impulse control \[[@CR16]\]. Alternatively, the association between maternal smoking in pregnancy and increased offspring BMI may be due to confounding of other lifestyle habits of smoking parents.

Associations between higher BMIs in children and currently smoking parents have been demonstrated in previous studies \[[@CR17]--[@CR24]\] that have predominantly been limited to small cohorts within countries. A number of these have demonstrated an association between maternal and/or paternal smoking independently of maternal smoking before or during pregnancy. Women who smoke during pregnancy have different sociodemographic and anthropometric characteristics than non-smokers and it is likely that children who live in smoking households also have different dietary patterns than those from non-smoking households \[[@CR25]\]. In this study we have the opportunity to assess the association between current parental smoking and BMI of a large number of children and adolescents from a range of countries, adjusting for fast food consumption.

The International Study of Asthma and Allergies in Childhood (ISAAC) Phase Three is a multi-national multi-centre study that has previously collected data on heights and weights of children aged 6--7 years and 13--14 years as well as their exposure to parental smoking at various time points in their lives. Although originally designed to measure time trends in the prevalence and severity of asthma, rhinoconjunctivitis and eczema and to explore the relationship between lifestyle, other putative risk factors and the development of asthma and allergies \[[@CR26]\], it has provided us with the opportunity to explore the relationship between lifestyle or environmental factors, such as parental smoking, and BMI.

In ISAAC Phase Three information on parental smoking was gathered through an environmental questionnaire (EQ) that was optional for parents of children and adolescents themselves to answer. The EQ also asked for information on fast food consumption of participants, which we took into account as a confounding variable given the sociodemographic patterning of unhealthy lifestyles \[[@CR25]\].

Here we present analyses of exposure to environmental tobacco exposure and BMI of children (aged 6 to 7 years) and adolescents (aged 13 to 14 years). We hypothesised that maternal smoking in the first year of life would be associated with a greater BMI in children, and that there would be a similar association between current maternal and/or paternal smoking and BMI of children and adolescents.

Methods {#Sec2}
=======

This study is a secondary analysis of the data gathered during the ISAAC Phase Three study. Permission was granted by the ISAAC Steering Committee to access the data. ISAAC is a multicentre, multi-country, multiphase, cross-sectional study investigating the prevalence of the symptoms of asthma, rhinoconjunctivitis and eczema, and the role of risk factors, as previously described \[[@CR26]\]. ISAAC Phase Three included 116 sites that had originally participated in ISAAC Phase One and 168 sites that were new to Phase Three. A minimum of 10 schools were randomly sampled within pre-defined geographic areas (centres). Participants (13--14 year olds and 6--7 year olds) were selected from within those schools depending on the local situation; either the grade, level or year where classes with the most children in the age ranges were selected, or by age group, where only children within that age group, regardless of grade, level or year were selected. ISAAC Phase Three used the Phase One standardised core questionnaire on symptoms of asthma, rhinoconjunctivitis and eczema, and included an optional environmental questionnaire (EQ) to collect potential risk factor data including height, weight, and parental smoking. The EQ was developed by the ISAAC steering committee to assess potential risk factors for the development of asthma in children that had been identified in previous research. Where possible, questions previously published in the literature were replicated in the EQ, otherwise the questions were developed by the ISAAC steering committee. The EQ was piloted in New Zealand, Latin America, French Speaking Africa and the Asia-Pacific regions and was optional for all participating centres. Instructions were provided in the event centres wished to translate it into the local language. Adolescents self-completed their questionnaires while at school and children were sent home with questionnaires for their parents or guardians to complete. A participation rate of 90 % was targeted. Where participation rates were below 90 % for adolescents, a second visit was carried out to include those that were absent when the EQ was originally answered. The EQ was issued a number of times to parents of the 6--7 year olds in case the children were away from school due to ill health. The questionnaires are on the ISAAC website \[[@CR27]\].

Main outcome variable - body mass index {#Sec3}
---------------------------------------

Height and weight were reported by the parents of the children, and were self-reported by adolescents. In some centres, each subject's height and weight were measured objectively; there were no standardised or specific instructions for doing this. BMI was calculated (weight (kg)/height (m)^2^). We subsequently adjusted for whether heights and weights were measured or reported in each centre.

Explanatory variables {#Sec4}
---------------------

Parental smoking of study participants was assessed using the following questions:

For children:Does your child's mother (or female guardian) smoke cigarettes?If yes, how many cigarettes does the child's mother (or female guardian) smoke each day?Does your child's father (or male guardian) smoke cigarettes?If yes, about how many cigarettes does the child's father (or male guardian) smoke each day?Did your child's mother (or female guardian) smoke cigarettes during your child's first year of life?

For adolescents:Does your mother (or female guardian) smoke cigarettes?Does your father (or male guardian) smoke cigarettes?

Each explanatory variable was examined separately for both age groups. To assess the presence of a dose--response relationship in the children, the number of cigarettes smoked per day by the parents were categorised for the purpose of analysis as 0, 1--9, 10--19, 20--29, and 30 or more.

Fast food consumption was assessed by parents of children and adolescents reporting their weekly consumption of 'fast food'/'burgers' over the previous 12 months, categorised in the questionnaire as'never or occasionally', 'once or twice per week', and 'three or more times per week'.

Country GNI was based on the 2006 World Bank of Gross National Income by country. The World Bank categories of high-, high middle-, low middle-, and low-income countries were dichotomised into high income (high- plus high middle-income) and low income (low middle- plus low-income) categories.

Participants {#Sec5}
------------

For the children, data which included heights, weights and parental smoking variables were submitted from 73 centres in 32 countries (214 706 subjects). For the adolescents, data were submitted from 122 centres in 53 countries (362 091 subjects).

Centres that provided \>70 % data for current maternal smoking were included in our analyses. Some of these centres did not gather data on current paternal smoking or in the case of children, maternal smoking in the first year of life. Individuals without complete age, sex, fast food consumption, height or weight data were excluded.

Data cleaning {#Sec6}
-------------

To preserve as much BMI data as possible, but also to eliminate likely erroneous data, we applied the following thresholds:For children in each centre, those in the top and bottom 0.5 % of weights and heights (*n* = 1,391), and those with heights less than 1.0 metre were excluded (*n* = 346). Children with BMI less than 9 kg/m^2^ and greater than 40 kg/m^2^ were excluded (*n* = 215).For adolescents in each centre, those in the top and bottom 0.5 % of weights and heights (*n* = 3,712), and those with heights less than 1.25 m were excluded (*n* = 904). Adolescents with BMI less than 10 kg/m^2^ and greater than 45 kg/m^2^ were excluded (*n* = 360).

Following sequential application of the exclusion and data cleaning criteria described above, 77 192 children (31 centres/18 countries) and 194 727 adolescents (72 centres/35 countries) were included in the final analysis (Fig. 1). 147 274 adolescents from 55 centres provided self-reported height and weight while 47 453 adolescents from 17 centres provided measured heights and weights (Additional file [1](#MOESM1){ref-type="media"}: Figure S1).

Statistical analysis {#Sec7}
--------------------

BMI was assessed separately for each age group using a general linear mixed model with centre as a random effect and GNI for each country, the individual's age, sex, measurement type, fast food consumption, and each parental smoking variable as fixed effects. The BMI values reported are the modelled means for those who had no exposure to either parent smoking for all ages in the children and adolescent's groups respectively.

Because of an interaction found between paternal smoking and GNI, separate estimates were made for paternal smoking at each GNI level for both children and adolescents. Further analyses were undertaken separately for male and female adolescents and those whose heights and weights were objectively measured due to interactions found between sex and current maternal smoking, sex and current paternal smoking, measurement type and current maternal smoking, and measurement type and current paternal smoking.

Results {#Sec8}
=======

For the children, the basic characteristics of each centre are shown in Additional file [2](#MOESM2){ref-type="media"}: Table S1, and for the adolescents, basic characteristics are shown in Additional file [3](#MOESM3){ref-type="media"}: Table S2.

Exposure to parental smoking {#Sec9}
----------------------------

In the children, 9.9 % had been exposed to maternal smoking in their first year of life (Additional file [4](#MOESM4){ref-type="media"}: Figure S2a). 43.1 % of children were exposed to some kind of current parental smoking (10.4 % both parents, 4.6 % maternal smoking only and 28.1 % paternal smoking only) (Additional file [4](#MOESM4){ref-type="media"}: Figure S2b).

44.4 % of adolescents reported exposure to current parental smoking (12.4 % to both parents, 6.9 % to maternal smoking only, and 25.2 % to paternal smoking only) (Additional file [4](#MOESM4){ref-type="media"}: Figure S2c).

Exposure to parental smoking and BMI {#Sec10}
------------------------------------

In both age groups GNI and fast food variables showed a significant association with BMI but did not have any influence on the smoking-BMI associations.

Children {#Sec11}
--------

Figure 1a shows the difference in BMI (kg/m^2^) between children not exposed to parental smoking at any time point and those exposed to maternal smoking in the first year of life, current maternal smoking and current paternal smoking in each centre, with countries grouped into high and low GNI categories .

There were no interactions between any maternal smoking variables, current paternal smoking, measurement type, sex or age. Because of a significant interaction found between GNI and paternal smoking, estimates are given for paternal smoking by GNI category.

The estimated mean BMIs in children not exposed to parental smoking at all were 14.4 and 14.7 kg/m^2^ for ages 6 and 7 respectively. After controlling for country GNI, centre, individual fast food usage, age and measurement type, there was an association between exposure to parental smoking at any time and BMI (Table [1](#Tab1){ref-type="table"}). In high GNI countries children of smoking fathers had larger BMIs, than those with non-smoking fathers, while in low GNI countries children of smoking fathers had smaller BMIs than those of non-smoking fathers (Table [1](#Tab1){ref-type="table"}).Table 1Association between parental smoking and BMI of study participants (+/− kg/m^2^, (SE) and *P* value)No exposure to parental smokingMother smoked 1^st^ year of lifeMother currently smokesFather currently smokesFather currently smokesHigh GNI countriesLow GNI countriesChildren (*N* = 77 192)14.66^a^+0.11 (0.04) *P* = 0.002+0.07 (0.03) *P* = 0.03+0.15 (0.02) *P* \< 0.0001−0.14 (0.05) *P* = 0.004Adolescent Females (*N* = 98 238)19.72^a^N/A+0.22 (0.03) *P* \< 0.0001+0.18 (0.03) *P* \< 0.0001−0.05 (0.04) *P* = 0.17Adolescent Males (*N* = 96 489)19.78^a^N/A+0.18 (0.03) *P* \< 0.0001+0.06 (0.03) *P* = 0.04−0.03 (0.04) *P* = 0.48^a^Estimated BMIs for boys aged 7 years and adolescents aged 14 years. Associations stated are additive

There was a dose response relationship between the number of cigarettes smoked daily by each parent and the BMI of the child (Table [2](#Tab2){ref-type="table"}).Table 2Association between the number of cigarettes smoked daily by parents and BMI of the children, compared to BMI of children whose parents do not smoke (+/− kg/m^2^, (SE) and *P* valueNumber of cigarettes smoked dailyNone1--910--1920--2930+Maternal *P* \< 0.0001-+0.04 kg/m^2^ (0.04)+0.20 kg/m^2^ (0.04)+0.35 kg/m^2^ (0.05)+0.51 kg/m^2^ (0.14)Paternal *P* \< 0.0001-+0.06 kg/m^2^ (0.03)+0.13 kg/m^2^ (0.03)+0.19 kg/m^2^ (0.03)+0.34 kg/m^2^ (0.06)

Adolescents {#Sec12}
-----------

Figure 1b shows the difference in BMI (kg/m^2^) between adolescents with no exposure to current parental smoking and those with current maternal or paternal smoking in each centre.

Because of significant interactions found between sex and maternal smoking, sex and paternal smoking, measurement type and both maternal and paternal smoking, analyses were done separately for each sex, and then using measured height and weight data only. There was also an interaction between GNI and paternal smoking, so estimates are given for paternal smoking by GNI.

Data were available for 98 238 females. For those not exposed to parental smoking, estimated mean BMIs were 19.32 and 19.72 kg/m^2^ for ages 13 and 14 respectively. After controlling for country GNI, centre, individual fast food consumption, age and measurement type, there was an association between BMI and both maternal (+0.23 kg/m^2^) and paternal (High GNI +0.18 kg/m2 and Low GNI −0.05 kg/m2) smoking (Table [1](#Tab1){ref-type="table"}).

When analyses were restricted to those adolescent females who had measured height and weight data (*N* = 25 675), there still appeared to be a tendency towards a higher BMI with maternal smoking, (+0.11 kg/m^2^: SE 0.06, *P* = 0.06), but no association between paternal smoking and BMI (−0.03 kg/m^2^: SE 0.05, *P* = 0.54).

Data were available for 96 489 males. For those not exposed to parental smoking, the estimated mean BMIs were 19.51 and 19.78 kg/m^2^ for ages 13, and 14 respectively. After controlling for country GNI, centre, individual fast food consumption, age and measurement type, there was an association between BMI and maternal smoking (0.19 kg/m^2^), but not paternal smoking (Table [1](#Tab1){ref-type="table"}).

When analysis was restricted to those adolescent males that supplied measured height and weight data (*N* = 21 778) there was no significant association between maternal or paternal smoking and BMI (maternal smoking: (−0.02 kg/m^2^: SE 0.06, *P* = 0.80), paternal smoking: (−0.01 kg/m^2^: SE 0.05, *P* = 0.82)).

Discussion {#Sec13}
==========

In this study which included populations with wide variation in the social patterning of smoking, we have demonstrated an association between maternal smoking in the first year of life and a greater BMI in children by the age 6--7 years. We have also shown independent but additive associations between current maternal or paternal smoking and children's BMI at age 6--7. Children whose mother smoked in their first year of life and who had both parents currently smoking had BMIs that were on average 0.29 kg/m^2^ greater than children who had no exposure to parental smoking at all. We also found a dose--response between the number of cigarettes smoked daily by each parent and the BMI of the child. In adolescents we found adolescent females had a larger BMI if their mother or father smoked, and males had a larger BMI if their mothers smoked.

Our findings in children are consistent with those of Raum et al. who found a greater BMI at the age of 6 in offspring of mothers who smoked both in the first year of life and currently, independent of maternal smoking before or during pregnancy \[[@CR17]\]. Kaufman-Shriqui and colleagues \[[@CR28]\] reported an association between current maternal smoking and overweight or obesity in a small sample of lower socioeconomic Israeli children aged 4 to 7 years. Florath and colleagues \[[@CR23]\] demonstrated a significant association between current maternal smoking and the BMI of 8 year old German children, and a slightly larger association between paternal smoking and BMI in the same sample. Conversely, Toschke and colleagues \[[@CR29]\] evaluated associations between maternal smoking patterns pre- and post-pregnancy and the BMI of children aged from 5 to 7 years. They found an association between maternal smoking in pregnancy and obesity in children, but no association with smoking after pregnancy, concluding that intrauterine exposure to tobacco smoking was instrumental in the association. In a study from Japan, Oyama and colleagues \[[@CR30]\] also concluded that while smoking during pregnancy was independently associated with rapid weight gain between one and 18 months of age, but daily current smoking by the mother was not.

We did not have any data available on maternal smoking during pregnancy, so were not able to test whether the associations between childhood BMI and current parental smoking in our sample were independent of this variable. It is likely that maternal smoking in the first year of an infant's life is associated with maternal smoking during pregnancy and some of the association between maternal smoking in the first year of life and the child's BMI may be explained in this way. However, the independent association and dose response effect we have seen between current maternal and paternal smoking and BMI of children at the age of 6 years supports causal inference.

In our assessment of adolescent data, the association between current parental smoking and BMI was less clear. There was a greater BMI in adolescent females with either parent smoking, but adolescent males had a greater BMI when their mother smoked, not when their father smoked. When analysis was restricted to adolescents that supplied measured heights and weights only, the effect sizes were smaller and not statistically significant. Few studies have previously explored this association. Associations between parental smoking and BMI have been demonstrated in Taiwanese 9 to 14 year olds by Chen and colleagues \[[@CR31]\], and in Israel Huerta et al \[[@CR24]\] have shown that parental smoking is an independent risk factor for overweight and severe overweight in 8--13 year old offspring, and that there was a dose--response relationship between the number of parental smokers and the risk of overweight. The estimated effect on BMI in our sample was small at an individual level (additive effect of up to 0.29 kg/m^2^ in children, 0.18 kg/m^2^ and 0.22 kg/m^2^ in male and female adolescents respectively). However, given the long term consequences of childhood overweight and obesity, even a small change in the mean BMI within a population could be of major public health significance.

This study has also shown that a large proportion of children and adolescents report parental cigarette smoking despite its well-known associations with childhood illnesses. Current maternal smoking was reported in 15 % and 20 % of children and adolescents respectively. 39 % of children and 38 % adolescents in our sample reported current paternal smoking. Given that paternal smoking was independently associated with an increased BMI in children, the high proportion of children potentially exposed to paternal smoking is of concern. Our finding that children and adolescents of smoking fathers in high GNI countries had larger BMIs than those of non-smoking fathers might be consistent with the observation that both smoking behaviours and obesity have tended to become more concentrated in lower socioeconomic groups within high GNI countries \[[@CR32], [@CR33]\], although we did not have each individuals' socioeconomic information to confirm this theory. The lower BMI found in children of smoking fathers in low GNI countries is more difficult to explain, but with only a small number of centres and participants contributing to the analysis, this result may be spurious.

Because of the observational nature of this study, we cannot determine that parental smoking is the cause of an elevated BMI. It is possible that smoking may be a marker of other factors that influence BMI such as socioeconomic status, dietary factors, maternal smoking during pregnancy, physical activity or inactivity or whether the adolescents themselves smoked cigarettes. Of these possible confounders, we were able to adjust for fast food as a marker of obesogenic dietary habits which did not alter the associations.

The mechanisms for an association between childhood exposure to parental smoking and BMI are not yet identified. It is possible that parental smoking is reflective of an unhealthy lifestyle associated with other factors that lead to an increase in childhood BMI \[[@CR30], [@CR34]\], or possibly parents may smoke with the perception that this is helping to control their own weight, and so are less vigilant about family diet. The weaker association between BMI and parental smoking in adolescence may reflect increasing independence of the adolescent from the household, thus they are less exposed to parental smoking and associated lifestyle factors.

Strengths and limitations {#Sec14}
=========================

The major strengths of this study are its size and multicentre structure, with 194 727 adolescents from 35 countries and 77 192 children from 18 countries. Many of the centres were from middle and low income countries from which data on the association between parental smoking and BMI have not previously been reported.

The main limitation to this study is the observational design which allows identification of associations, but not of temporal sequence or causality. The assessments were undertaken by questionnaire leading to errors in the parent-reported weights of their children and self-reported weights of the adolescents. Parents may also have misreported their own smoking levels. Such misclassifications are likely to have reduced any effect towards a null hypothesis. For centres that objectively measured heights and weights, there were no standardised instructions for doing this.

ISAAC comprised a self-selected group of centres without intent to represent any population. The subset of ISAAC Centres that then decided to utilise the Environmental Questionnaire is also a self-selected group. This paper outlines the findings only in the sample that participated in the study, thus there is the possibility that these results are not representative of the population. Although we were able to adjust the analysis for GNI, centre, and each subjects' fast food consumption, BMI measurement type, and sex in our analysis, we have no data on maternal smoking during pregnancy, individual socioeconomic status, parental BMI, or whether adolescents themselves smoked, all potentially affecting young peoples' BMI \[[@CR28], [@CR31], [@CR35]\].

Conclusions {#Sec15}
===========

This study has demonstrated an association between exposure to maternal smoking in the first year of life and greater BMIs of 6--7 year old children and that current maternal or paternal smoking may pose a risk of similar magnitude, with a dose response effect. Exposure to current maternal or paternal smoking is associated with greater BMIs in adolescent females, while only maternal smoking is associated with greater BMIs in adolescent males. As for all observational studies, causality cannot be proven, but the findings raise the possibility that current parental smoking may contribute to overweight and obesity in childhood.

Additional files {#Sec16}
================

Additional file 1: Figure S1.Flow of subjects through study. Children are represented in panel (a) and adolescents in panel (b). (TIFF 3798 kb)Additional file 2: Table S1.basic characteristics of contributing centres for 6--7 year old children, including association between parental smoking and BMI (+/- kg/m^2^, (SE)) of participants in each centre. (DOC 73 kb)Additional file 3: Table S2.basic characteristics of contributing centres for adolescents, including association between parental smoking and BMI (+/- kg/m^2^, (SE)) of participants in each centre. (DOC 122 kb)Additional file 4: Figure S2.Reported exposure of study subjects to parental smoking. Panel (a) shows the proportion of 6--7 year olds exposed maternal smoking in their first year of life, panel (b) shows the proportion of 6--7 year olds exposed to any current parental smoking, and panel (c) shows the proportion of adolescents exposed to any current parental smoking^ii^. (TIFF 8254 kb)

**Competing interests**

All authors declare that they have no conflicts of interest relating to the development of this article.

**Authors' contributions**

All authors agreed the study design. The data was gathered by the ISAAC Study Group during ISAAC Phase Three. EM acquired funding. AWS undertook the statistical analysis. IB drafted the manuscript. All authors reviewed and revised the manuscript for important intellectual content. All authors have read and reviewed the manuscript and have given approval for the manuscript to be submitted.

Correspondence: Irene Braithwaite, MBCHB, Medical Research Institute of New Zealand, Private Bag 7902, Wellington 6242, New Zealand

Author guarantee: Mr A Stewart and Dr I Braithwaite had access to all the data on the study and take responsibility for the integrity of the data and accuracy of the data analysis.

Funding {#FPar1}
=======

This work was supported by Cure Kids New Zealand through a grant to Professor E Mitchell and Dr I Braithwaite. Cure Kids New Zealand had no role or influence in design and conduct of the study; collection, management, analysis, and interpretation of the data; and preparation, review, or approval of the manuscript; and decision to submit the manuscript for publication.

**ISAAC Phase Three:** We are grateful to the children and parents who participated in the ISAAC Phase Three Study. We are also grateful to the ISAAC Steering Committee, the ISAAC International Data Centre and ISAAC Phase Three Principal Investigators and Regional and National coordinators as listed below.

***ISAAC Steering Committee:***N Aït-Khaled\* (International Union Against Tuberculosis and Lung Diseases, Paris, France); HR Anderson (Division of Community Health Sciences, St Georges, University of London, London, UK); MI Asher (Department of Paediatrics: Child and Youth Health, Faculty of Medical and Health Sciences, The University of Auckland, New Zealand); R Beasley\* (Medical Research Institute of New Zealand, Wellington, New Zealand); B Björkstén\* (Institute of Environmental Medicine, Karolinska Institutet, Stockholm, Sweden); B Brunekreef (Institute of Risk Assessment Science, Universiteit Utrecht, Netherlands); J Crane (Wellington Asthma Research Group, Wellington School of Medicine, New Zealand); P Ellwood (Department of Paediatrics: Child and Youth Health, Faculty of Medical and Health Sciences, The University of Auckland, New Zealand); C Flohr (Department of Paediatric Allergy and Dermatology, St Johns Institute of dermatology, St Thomas' Hospital, London, UK); S Foliaki\* (Centre for Public Health Research, Massey University, Wellington, New Zealand); F Forastiere (Department of Epidemiology, Local Health authority Rome, Italy); L García-Marcos (Respiratory Medicine and Allergy Units, 'Virgen de la Arrixaca' University Children's Hospital, University of Murcia, Spain); U Keil\* (Institut für Epidemiologie und Sozialmedizin, Universität Münster, Germany); CKW Lai\* (Department of Medicine and Therapeutics, The Chinese University of Hong Kong, SAR China); J Mallol\* (Department of Paediatric Respiratory Medicine, University of Santiago de Chile, Chile); EA Mitchell (Department of Paediatrics: Child and Youth Health, Faculty of Medical and Health Sciences, The University of Auckland, New Zealand); S Montefort\* (Department of Medicine, University of Malta, Malta), J Odhiambo† (Centre Respiratory Diseases Research Unit, Kenya Medical Research Institute, Nairobi, Kenya); N Pearce (Department of Medical Statistics, Faculty Epidemiology and Public Health, London School of Hygiene and Tropical Medicine, London, UK); CF Robertson (Murdoch Children's Research Institute, Melbourne, Australia); AW Stewart (Population Health, Faculty of Medical and Health Sciences, The University of Auckland, New Zealand); D Strachan (Division of Community Health Sciences, St Georges, University of London, London, UK); E von Mutius (Dr von Haunerschen Kinderklinik de Universität München, Germany); SK Weiland† (Institute of Epidemiology, University of Ulm, Germany); G Weinmayr (Institute of Epidemiology and Medical Biometry, University of Ulm, Germany); H Williams (Centre for Evidence Based Dermatology, Queen's Medical Centre, University Hospital, Nottingham, UK); G Wong (Department of Paediatrics, Prince of Wales Hospital, Hong Kong, SAR China).

\* Regional Coordinators; †Deceased

***ISAAC International Data Centre:*** MI Asher, TO Clayton, E Ellwood, P Ellwood, EA Mitchell, Department of Paediatrics: Child and Youth Health, and AW Stewart, School of Population Health, Faculty of Medical and Health Sciences, The University of Auckland, New Zealand.

***ISAAC Phase Three Study Group***

**ISAAC Principal Investigators:** Argentina: CE Baena-Cagnani\* (Córdoba), M Gómez (Salta); Belgium: J Weyler (Antwerp); Bolivia: R Pinto-Vargas\* (Santa Cruz); Brazil: D Solé\*, AJLA Cunha (Nova Iguaçu), L de Freitas Souza (Vitória da Conquista); Canada: M Sears\*, A Ferguson (Vancouver); Chile: V Aguirre\*, P Aguilar (South Santiago), LAV Benavides (Calama), A Contreras (Chiloe); China: Y-Z Chen\* (Beijing, Tong Zhou), O Kunii (Tibet), Q Li Pan (Wulumuqi), N-S Zhong (Guangzhou); G Wong (Hong Kong 13-14 years); Colombia: AM Cepeda (Barranquilla); Cote d'Ivoire: BN Koffi\* (Urban Cote d'Ivoire); Ecuador: C Bustos (Guayaquil); Estonia: M-A Riikjärv\* (Tallinn); Fiji: L Waqatakirewa\*, R Sa'aga-Banuve (Suva); Finland: J Pekkanen\* (Kuopio County); Former Yugoslav Republic of Macedonia (FYROM): E Vlaski\* (Skopje); Hungary: G Zsigmond\* (Svábhegy); India: J Shah\*, SN Mantri (Mumbai (29)), SK Sharma (New Delhi (7)); Indonesia: K Baratawidjaja\*, CB Kartasasmita (Bandung), P Konthen (Bali), W Suprihati (Semarang); Iran: M-R Masjedi† (Birjand, Rasht); Japan: S Nishima\*, H Odajima (Fukuoka); Lithuania: J Kudzyte\* (Kaunas); Mexico: M Baeza-Bacab\*, M Barragán-Meijueiro (Ciudad de México (3)), BE Del-Río-Navarro (Ciudad de México (1)), FJ Linares-Zapién (Toluca), N Ramírez-Chanona (Ciudad de México (4)), S Romero-Tapia (Villahermosa); Morocco: Z Bouayad\* (Boulmene, Casablanca, Marrakech); New Zealand: MI Asher\*, R MacKay (Nelson), C Moyes (Bay of Plenty), P Pattemore (Christchurch); Nigeria: BO Onadeko (Ibadan); Peru: P Chiarella\* (Lima); Poland: A Brêborowicz (Poznan), G Lis\* (Kraków); Portugal: R Câmara (Funchal), JM Lopes dos Santos (Porto), C Nunes (Portimao), JE Rosado Pinto\* (Lisbon); Singapore: B-W Lee\*, DYT Goh (Singapore); South Africa: HJ Zar\* (Cape Town); South Korea: H-B Lee\* (Provincial Korea, Seoul); Spain: A Blanco-Quirós (Valladolid), RM Busquets (Barcelona), I Carvajal-Urueña (Asturias), G García-Hernández (Madrid), L García-Marcos\* (Cartagena), C González Díaz (Bilbao), A López-Silvarrey Varela (A Coruña), MM Morales-Suárez-Varela (Valencia), EG Pérez-Yarza (San Sebastián); Sultanate of Oman: O Al-Rawas\* (Al-Khod); Syrian Arab Republic: S Mohammad\* (Tartous), Y Mohammad (Lattakia), K Tabbah (Aleppo); Taiwan: J-L Huang\* (Taipei), C-C Kao (Taoyuan); Thailand: M Trakultivakorn (Chiang Mai), P Vichyanond (Bangkok); USA: HH Windom (Sarasota); Uruguay: D Holgado\* (Montevideo), MC Lapides (Paysandú).

\* National Coordinator
